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Introduction

Finasteride is a selective inhibitor of type-2 5-alpha reduc-
tase enzyme, preventing the conversion of testosterone to
dihydrotestosterone (DHT).! Finasteride is used as an oral
drug for the treatment of benign prostatic hyperplasia at the
5 mg/day dose and is also used for the treatment of andro-
genic alopecia, or male pattern hair loss, at a dosage of 1
mg orally.? There are now a number of studies documenting
that finasteride, even at the low dose of Tmg, may have an
adverse effect on fertility for some men.>¢ In the largest study,
Samplaski et al reported that sperm counts improved over
11-fold once the men had stopped the finasteride, but most
of the men did not recover to normal sperm parameters.?
Presently, if men using finasteride are subfertile, the rec-
ommendation is to stop the finasteride and wait for a recov-
ery of spermatogenesis.®> There has been no report of the
use of any hormone therapy, such as clomiphene citrate,
gonadotropin, or aromatase inhibitors, to treat subfertile men
on finasteride. This is the first case report of the use of clo-
miphene citrate to improve fertilty for a man on finasteride.

Case report

A 38-year old male with azoospermia was referred for infer-
tility evaluation. He presented with a one-year history of sec-
ondary infertility. He had been taking finasteride 1T mg/day
for two years to treat androgenic alopecia and had used oral
testosterone for three months (stopping six months before
the semen testing showing azoospermia). Initial investiga-
tions at the time of his first visit showed a low total morning
testosterone of 4.04 nmol/L, but normal follicle-stimulating
hormone (FSH), luteinizing hormone (LH), estradiol, and
prolactin levels.

He complained of symptoms of hypo-androgenism and
was subsequently started on clomiphene citrate (CC) 25

mg orally every other day, but at the patient’s request he
remained on finasteride. At six months, his semen param-
eters improved to a count of 8.9 x 10%/ml, 20% motility, and
5% normal forms, and his serum testosterone increased to 16
nmol/L. He and his partner are now attempting to conceive
with intrauterine insemination.

Discussion

for androgenic alopecia, appears to cause infertility for a
small fraction of men. By blocking the conversion of testos-
terone to dihydro-testosterone (the more potent androgen),
finasteride reduces the overall “androgenicity” in the tissues.
This effect is used to treat androgenic alopecia and prostate
hypertrophy. It is postulated that the fraction of men who
have infertility while taking finasteride are more sensitive
to the reduced “androgenicity” caused by finasteride in the
seminiferous tubules than other men.> Amory et al, in a large
series, did not demonstrate an overall negative impact of
finasteride on spermatogenesis in men with normal fertility.>
However, this group did report that 5% of the subjects taking
finasteride in their study experienced a profound reduction
in their total sperm counts to less than 10% of baseline
values. There is mounting evidence to suggest that certain
individuals may be more sensitive to the fertility effects of
5a-reductase inhibition and that finasteride use leads to
infertility in some men.>* The largest published series has
shown that for men with infertility who are taking finaste-
ride, sperm counts increased 11-fold once the finasteride
was discontinued.?

While Samplaski et al recommended that infertile men
discontinue finasteride use, many of these men will be
unwilling to take this advice.® Faced with this clinical situ-
ation, what therapies could we offer these men to improve
semen parameters?

CC is widely used as empiric therapy to treat men with
low sperm counts.” Through blockade of the estrogen recep-
tor at both the level of the hypothalamus and pituitary, estro-
genic negative feedback inhibition of FSH and LH secretion
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is prevented. The increased concentrations of FSH and LH
lead to increased testosterone production (higher circulat-
ing and intratesticular testosterone levels).>” The efficacy of
CC therapy on fertility is controversial, with studies show-
ing improvement in semen parameters, but no statistically
significant improvement in pregnancy rates.®°

For our patient, CC therapy resulted in increases in sperm
count. In theory, this improved sperm count could have been
due to the CC alone (since we don’t have semen parameters
prior to the initiation of the finasteride, the azoospermia
could have been a pre-existing condition) or could have
been a result of the CC therapy increasing the intratesticular
androgen levels to compensate for the reduced “androge-
nicity” related to the finasteride use. It is also possible, but
unlikely, that the oral testosterone taken for three months,
but stopped six months prior to the semen testing, caused
the azoospermia. In a contraceptive study, oral testosterone
undecanoate reduced sperm counts following 12 weeks of
therapy in only one of seven men, and his sperm counts
bounced back to normal quickly following the cessation of
the oral testosterone.'®

Another study actually showed that oral testosterone
undecanoate might be a treatment for idiopathic male infertility."

While we do not recommend treating infertile men with
oral testosterone undecanoate, these studies do indicate that
it is highly unlikely that the short course of oral testosterone
used by this man lead to prolonged azoospermia.

To our knowledge, this is the first documented case of
semen parameters improving with the use of CC while the man
remains on finasteride. This report is of interest, as low-dose
finasteride is a commonly used medication to prevent hair
loss in reproductive-aged men. While we would still suggest
discontinuing the finasteride to improve fertility, this report
suggests that there may be the possibility of improving semen
parameters through the addition of CC, even if the patient
continues to use finasteride to treat androgenic alopecia.
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